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It’s Complicated
In a study of melanomas from 
375 Spanish and Austrian 
patients, Hacker and colleagues 
found that NRAS-mutant 
tumors occurred more 
frequently in older patients 
and melanomas harboring 
BRAF mutations occurred 
more frequently on the trunk. 
Germline melanocortin-1 
receptor (MC1R) variants were 
nonsignificantly associated 
with somatic BRAF mutations 
in melanomas of the trunk 
and significantly inversely 
associated with BRAF mutations 
in melanomas of the head 
and neck. These results 
highlight the complexity of this 
relationship and indicate that 
the correlation between MC1R 
variants and somatic mutations 
appears to be dependent on 
the causal molecular pathways. 
See page 1027
Pointing the Finger  
at Acne
In light of recent case 
studies linking isotretinoin 
use to inflammatory bowel 
disease (IBD), Alhusayen and 
colleagues examined nearly 
50,000 isotretinoin-treated 
patients from British Columbia, 
Canada. A weak but significant 
association was apparent in 
subjects aged 12–19 years 
but not in older patients, 
and a similar association was 
noted between topical acne 
medications and ulcerative 
colitis. These findings suggest a 
possible relationship between 
IBD and the acne itself, and 
they implicate acne as a 
systemic inflammatory disease 
rather than simply a cutaneous 
condition. See page 907
Steady Rise
Although basal cell carcinoma (BCC) is con-
sidered a disease of the elderly, studies have 
documented an increase in BCC incidence 
in women younger than 40 years. Flohil and 
colleagues examined data from the Dutch 
Eindhoven Cancer Registry from 1973 to 
2009 and confirmed that BCC was diagnosed 
most often in elderly people, but that a steep 
increase in BCC occurred in women under 
the age of 40. This age group exclusively 
exhibited a constant linear increase in BCC rates during this time period. These find-
ings support development of more effective interventions to influence skin cancer risk 
behavior in this specific at-risk subpopulation. See page 913
Photoaging Unraveled
To uncover new genetic associations with 
skin aging, Le Clerc and colleagues per-
formed a genome-wide association study 
on a sample of middle-aged women 
of European ancestry. Using a high-
throughput Illumina beadchip, these inves-
tigators identified an association between 
the rs322458 polymorphism, which is con-
nected to the STXBP5L gene, and severity 
of skin photoaging. The AA genotype was 
inversely linked to severity of skin aging. 
Although the STXBP5L gene has not previously been implicated in skin function, the gene 
has been linked to cancer, suggesting that the search for gene polymorphisms associated 
with photoaging may also identify risk factors for skin cancer. See page 929
Chemovirowarfare
Effective combination therapies are 
urgently needed to treat advanced 
malignant melanoma. Oncolytic 
virotherapy combined with prodrug 
activation has been shown to be effi-
cient in tumor models. Kaufmann 
and colleagues therefore engineered 
a measles virus directed against the 
high-molecular-weight melanoma-
associated antigen and demonstrated 
specific infection and spread in mela-
noma cells and human biopsies. The 
cytotoxicity of this oncolytic virus was 
amplified in cell lines as well as in a 
melanoma xenograft model when combined with prodrug activation via incorporation of 
FCU1 in the virus and prodrug treatment after infection. These findings support the clinical 
relevance of this chemovirotherapy agent for melanoma treatment. See page 1034
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